Dr. CHARLES SLATER: It is with considerable reluctance that I take part in this discussion, and I shall not detain the Society more than a few minutes, as I wish to confine myself to emphasizing the necessity which exists at this stage of the inquiry for great care in selecting the evidence which is to be used in support of vaccine therapy. There is no need to do more than refer to the solid basis for this method of treatment which was laid by the work of the older bacteriologists, and we appreciate the more recent additions due to the labours of Sir A]mroth Wright, Sir William Leishman, and their co-workers.
No doubt in many inoculation departments a large body of evidence based on well-observed and well-authenticated cases is being accumulated, but as yet not much of this has been published. In the meantime judgment as to the value of the method of treatment is being formed on the basis of cases which are not of well-defined clinical characters, and whose bacteriology is even more indeterminate. It must be remembered that this system of treatment claims not only to alleviate or to cure, but that it is a scientific treatment, depending for its effect on the use of specific materials counteracting specific infections or intoxications. Consequently something more in the way of evidence is needed than improvement after the administration of a vaccine; every trade circular advocating a new drug contains that kind of evidence. How many of the cases on which judgment is being formed are cases of disease of the nose, throat, air-passages, intestinal and genital canaldiseases of ill-defined character, often very chronic, and liable to very considerable variations in severity'? Of the clinical side I do not wish to speak, but on the bacteriological side I would point out that there is often very slight evidence that the vaccines employed have any real connexion with the disease; it is frequently a case of presumptive evidence. The relation between the pathological condition and the vaccine rests very often solely on the numerical preponderance of a particular germ either in preparations or in cultures made from materials in which a very large number and variety of organisms are present. Now every bacteriologist knows that there is often a very great discrepancy between organisms as seen in the preparations made from such material and in the organisms as found in the cultures made from the same material, and that it would be very unsafe to assume pathogenic importance on the basis of numerical preponderance in preparations, and still less safe on numerical preponderance in culture where so much depends on the culture medium and other conditions. Not infrequently selective culture media are employed, which makes the argument still less cogent. The connexion is strengthened when preparations and cultures agree, but this is very frequently not the case-indeed, I should say is generally not the case. Practically, since the vaccine must be grown, the evidence of the culture is usually allowed to overweigh the evidence of the preparation. That this difficulty is felt is shown by the fact that further evidence is adduced by observations on the opsonic index, and that organism, from a number, is picked out as the most important which shows an abnormal opsonic index when tested against the patient's serum. This, again, I hold to be a very frail thread. I do not deny that its usefulness may be great sometimes, but not when we are considering evidence in support of vaccines. Even the much more definite agglutination tests, if used for the purpose of fixing the pathological importance of an organism in a case of doubtful bacteriology, would lead us to some strange conclusions.
In many cases reported the characters of the organism used are indifferently defined. Organisms such as Micrococcus catarrhalis, Bacillus segmentosus coryza, and .Micrococcus paratetragenus are freely mentioned, but their characters rarely stated to have been tested. The former is by no means easy to secure in pure culture, and is especially liable to be mixed with organism having fermentative powers, and I have noticed that varieties are spoken of and admitted in some investigations. It is not an organism which lends itself to the opsonic technique; at any rate, some varieties are difficult to work with, and occasionally a strain which lends itself to the formation of a workable emulsion is used for testing the patient's index instead of the one actually isolated. The criticisms I have made above apply with equal, if not greater, force to many of the cases of intestinal infections which are recorded, and the Bacillus coli is so easy to find that it must always be suspect to a bacteriologist unless there is very clear evidence of its connexion with the disease which it is supposed to cause.
These criticisms are made solely in the hope that evidence of doubtful value, which does not become more valuable because it is multiplied, should be rigidly set aside, and that it will not be necessary for some future investigator to go through the records, as has recently been so brilliantly done by Dr. Bulloch in his work on hmmophilia, and reject a large proportion of the work. At the present stage of the matter, cases with well-marked clinical characters whose bacteriology is definite, or in which the proof of the connexion between the disease and the vaccinating organism is complete, should alone be admitted as evidence for or against the value of. vaccine therapy as a scientific treatment. These views may seem ultra-conservative, but it must be remembered that vaccine therapy has a commercial as well as a scientific side, and it by no means follows that all the cases treated are necessarily such as contain even the elements of scientific accuracy.
I am speaking as the friend of this method of treatment, and not as an opponent, when I urge that the cases quoted in proof of its efficacy should be rigidly selected.
Dr. L. COLEBROOK: Sir Almroth Wright has anticipated that there will be some barriers raised across the path which he has taken, and he has asked me to bring forward some evidence on one or two issues which are certain to come up.
The first of these is the relation of the temperature to the immunizing process. The contention that one could control inoculations just as well by watching the temperature as by taking the opsonic index was raised by Dr. Latham before this Society a year or two ago, and Dr. Latham brought forward several charts which showed clearly an inverse correlation-i.e., a high temperature coinciding in time with a low index, and vice versa. Since that time there has accumulated much evidence along this line, and in Sir Almroth Wright's wards at St. Mary's Hospital we have taken a good deal of care to establish whether, or not, we can rely as well on the temperature as the index.
Taking, first of all, some cases where the temperature is keeping steadily along, or near, the normal line, we find that following a slightly excessive dose of vaccine there occurs, almost invariably, a rise in temperature in association with, or slightly preceding, the " negative phase" in the blood. Turning, however, to the more serious and also the more difficult class of cases, where the temperature is not keeping steady, it has been a much less easy task to unveil a general law. To this end we have studied some cases where we thought there was only one microbe concerned. Firstly, two cases of advanced tuberculosis of serous membranes-pericardium, pleurme, peritoneum, where there was usually a temperature variation of 30 F. or 40 F. in the twentyfour hours. Sometimes, in these cases, the index followed the excursions of the temperature; sometimes it went in the reverse direction.
